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1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 4 sheets, including mis cover sheet 

1—1 Tlris report is also accompanied by ANNEXES, i.e., sheets of the description, claims ; and/or drawings which have been 
I— I amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 

3. This report contains indications relating to the following items: 

I 03 Basis of the report 
H Q Priority 

m Q Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV Lack of unity of invention 

, rvl Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
V L£J citations and explanations supporting such statement 

yj Q^j Certain documents cited 

VII O Certain defects in the international application 

VIII EZ1 Certain observations on the international application 
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L Basis of the report 



1 . With regard to the elements of the international application:* 
the international application as originally filed 
the description: 



1-68 



pages 
pages 



, as originally filed 
, filed with the demand 



, filed with the letter of 



the claims: 
pages 



1-13 



pages 
pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



m9 filed with the letter of 



□ 



the drawings: 
pages 



, as originally filed 
, filed with the demand 



filed with the letter of 



| | the sequence listing part of the description: 



, as originally filed 

_ , filed with the demand 



. , filed with the letter of 



With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. , . , . 

Tnese elements were available or furnished to this Authority in the following language wnicn is. 

| | the language of a translation furnished for the purposes of international search (under Rule 23 . 1 (b)). 

[ [ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of the translation famished for the purposes of international prelirninary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

| | contained in the international application in written form. 

| | filed together with the international application in computer readable form. 

Q furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 



The amendments have resulted in the cancellation of: 

| I the description, pages . . 

I I the claims, Nos. — 

I I the drawings, sheets/fig „ 



c n This report has been established as if (some of) the amendments had not been rnade since they have been considered to go 
5. I — I beyon( i the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)) ** 

* Replacement sheets whidi have been furnished to Hie receiving Office in response to an mvitation ^^^^^7^% 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item J and annexed to tJiis report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Claims 

Claims 

Inventive step (IS) Claims 

Claims 

Industrial applicability (IA) Claims 

Claims 

2. Citations and explanations 

The following documents will be used throughout the 
procedure: 

Dl: FR-A-2 803 593; 
D2: WO 00/69829 A. 



1-13 



1-13 



1-13 



YES 
NO 
YES 
NO 

YES 
NO 



Novelty: 

Claims 1-13 of the present application fulfil the 
requirements set forth in PCT Article 33(2) because their 
subject matter is novel. Documents Dl and D2 disclose 
only compounds with structures that are not particularly 
similar. The compounds of Dl and the compounds of the 
present application differ by virtue of the presence of 
the double bond in the piperidine ring, the presence of a 
carbonyl grouping and of piperazine instead of a 
benzothiophene or benzofuran grouping. D2 discloses 
compounds that are entirely different because they are all 
based on a tricyclic skeleton. 

Inventive step: 

Dl describes compounds that have TNF activity and does not 
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mention any p7 5 receptors, D2, which is considered to be 
the closest prior art, describes compounds that have an 
activity with respect to the p75 receptor. As indicated 
above, the structures of the compounds of D2 differ from 
those in the present invention. The technical problem is 
that of producing compounds that have an activity with 
respect to the p75 receptor. On the basis of the 
description and the examples, it can be assumed that all 
of the compounds as per claim 1 solve the stated technical 
problem. D2 does not provide any structural indications 
that would enable a person skilled in the art to produce 
the same molecules and solve the technical problem. As a 
result, the invention is not obvious and the requirements 
set forth in PCT Article 33(3) are met. 
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Reference du dossier du deposant ou du 
mandataire 


DA1ID CMITC A nAMMCD vnir la nntffir.atinn < ifri^l {ffeL linn.rfu rofifi^'oYanrfen 

KUUK 5>UI 1 fc A ULIIMImcK prtHm | na , re international (formulaire PC77IPEAA16) 


Demands Internationale No. 
PCT/FR 03/01685 


Date du depdt international Qourftr\olsfenn6e) Date de priorite (jour/mois/annee) 
05.06.2003 07.06.2002 


Classification Internationale des brevets (CIB) ou a la fois classification nationals et CIB 
C07D417/14, C07D417/14 


Deposant 

SANOFI-SYNTHELABO et al. 



1 . Le present rapport d'examen preliminaire international, etabli par 1'administaration chargee de Texamen preliminaire 
international, est transmis au deposant conformement a Particle 36. 



2. Ce RAPPORT comprend 4 feuilles, y compris la presente feuille de couverture. 



□ II est accompagne d'ANNEXES, c'est-a-dire de feuilles de la description, des revendications ou des dessins qui 
ont et£ modifiees et qui servent de base au present rapport ou de feuilles contenant des rectifications faites 
aupres de I'administration chargee de Pexamen preliminaire international (voir la regie 70.16 et I'instruction 607 
des Instructions administrates du PCT). 

Ces annexes comprennent feuilles. 



3. Le present rapport contient des indications et les pages correspondantes relatives aux points suivants : 



I 




Base de Popinion 


II 


□ 


Priorite 


III 


□ 


Absence de formulation d'opinion quant a la nouveaute, Pactivite inventive et la 
possibility duplication industrielle 


IV 


□ 


Absence d'unite de l'inventfon 


V 


SI 


Declaration motivee selon la regie 66.2(a)(ii) quant a la nouveaute, I'activite inventive et la possibility 
duplication industrielle; citations et explications a Pappui de cette declaration 


VI 


□ 


Certains documents cites 


VII 


□ 


Irregularites dans la demande internationale 


VIII 


□ 


Observations relatives a la demande internationale 



Date de presentation de la demande d'examen preliminaire 
Internationale 

19.12.2003 


Date d'achevement du present rapport 
19.02.2004 


Norn et adresse postale de I'adminstration chargee de I'examen 
preliminaire international 

— Office europ6en des brevets 

JSN D-80298 Munich 
MB} Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: 449 89 2399 - 4465 


Fonctionnalre autorise ~ 

N° de telephone +49 89 2399- ff- — -jr^v 

w 
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RAPPORT D'EXAMEN 
PRELIMINAIRE INTERNATIONAL 



Demande internationale n° PCT^R 03A51685 



I. Base du rapport 

1 " ^SUA^SS""^ les f ,6ments de la demande internationale (les feuilles de remplacement qui ont StS 

Z^Ji J* ,omce S 4ce P teur e P . r ?P° nse * une invitation faite conformement a farticle uZntcons^SL dan* 
le present rapport , comme 'mitialement deposes- et ne sont pas iointes en annexe L7i rZnnZ* „ fiZr.f^i 
contiennent pas de modifications (regies 70 16 et 70 17)) - rapport puisqu'elles ne 



Description, Pages 

1-68 

Revendications, No. 
1-13 



telles qu'initialement deposees 



telles qu'initialement deposees 



2. En ce qui concerne la langue, tous les elements indiques ci-dessus etaient a la disDosition do l'sriminict ra «™ 

^szs^ygr dans ,aque,,e ,a demande intemationa,e a ttEST" 

Ces elements etaient a la disposition de ("administration ou lui ont ete remis dans la langue suivante: ,qui est: 

□ la langue d'une traduction remise aux fins de la recherche internationale (selon la regie 23.1 (b)). 

□ la langue de publication de la demande internationale (selon la regie 48.3(b)). 

D 55% QUe de ' a traduCti0n remise aux fins de ''examen preliminaire internationale (selon la regie 55.2 ou 

3. En ce qui concerne les sequences de nucleotides ou d'acide aminesdivulonp^ Han« r=. ri Qme ,^^« 
2SS5S 8 '. Ch ' ant) ' '' eXamen Pralim,naire des 

□ contenu dans la demande internationale, sous forme ecrite. 

□ depose avec la demande internationale, sous forme dechiffrable par ordinateur. 

□ remis ulterieurement a ('administration, sous forme ecrite. 

□ remis ulterieurement a I'administration, sous forme dechiffrable par ordinateur 

\. Les modifications ont entrame I'annulation : 

□ 
□ 
□ 



de la description, . pages : 
des revendications, nos : 
des dessins, , feuilles : 



5. □ 



2%^? P r7Z?£Z%!> C °'" P °* m ' tfSS * nature dm Sue m^uee aupdn, 1 
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6. Observations complementaires, le cas echeant : 

1. Declaration 
Nouveaute 



Activite inventive 



Oui: Revendications 1-13 

Non: Revendications 

Oui: Revendications 1-13 

o vrii .. Non: Revendications 

Possibilite d application industrielle Oui: Revendications 1 -1 3 

Non: Revendications 

2. Citations et explications 
voir feuille separee 
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RAPPORT D'EXAMEN Demande internationale n° PCT/FR 03/01 685 
PRELIMINA1RE INTERNATIONAL - FEUILLE SEPAREE 

Concernant le point V 

Les documents suivants seront utilises durant la procedure: 

D1: FR-A-2 8.03 593 
D2: WO 00/69829 A 

Nouveaute: 

Les revendications 1-13 de la presente demande remplissent les conditions enoncees 
dans I'article 33(2) PCT, leur objet etant nouveau. Les documents D1 et D2 ne 
divulguent que des composes avec des structures peu similaires. Les composes de D1 
et les composes de la presente demande different de par la presence de la double 
liaison dans le noyau piperidinique, la presence d'un groupement carbonyl et de 
piperazine au lieu d'un groupement benzothioph§ne ou benzofurane. D2 divulgue des 
composes completement differents, ils sont tous bases sur un squelette tricyclique. 

Activite inventive: 

D1 decrit des composes avec une activite TNF et ne mentionne pas de recepteur p75. 
D2, considere comma etat de la technique le plus proche, decrit des composes avec 
une activite pour recepteur p75. Les structures des composes de D2 different de la 
presente invention comme indique ci-dessus. Le probleme technique est d'obtenir des 
composes ayant une activite pour recepteur p75. D'apres la description et les 
exemples, on peut supposer que tous les composes selon la revendication 1 resolvent 
le probleme technique pose. D2 ne donne pas dedications structurales a I'homme du 
metier pour arriver aux memes molecules et resoudre le probleme technique. Par 
consequent, I'invention n'est pas evidente et les conditions enoncees dans I'article 
33(3) PCT sont remplies. 



Fomnulalre PCT/Feuille s6pan§e/409 (feuille 1) (OEB-avril 1997) 



